Background: Large hemispheric infarction (LHI) is a severe form of stroke with high mortality and disability rates. The purpose of this study was to explore predictive indicators of the in-hospital mortality of LHI patients treated conservatively without decompressive hemicraniectomy. Method: We performed a retrospective study of 187 consecutive patients with LHI between January 1, 2016 to May 31, 2019. The receiver operating curves were preformed to evaluate predictive performance of demographics factors, biomarkers and radiologic characteristics. Significant prognostic factors were combined to build a nomogram to predict the risk of in-hospital death of individual patients. Result: One hundred fifty-eight patients with LHI were finally enrolled, 58 of which died. Through multivariate logistic regression analysis, we identified that independent prognostic factors for in-hospital death were age (adjusted odds ratio [aOR] = 1.066; 95% confidence interval [CI], 1.025-1.108; P = 0.001), midline shift (MLS, aOR = 1.330, 95% CI, 1.177-1.503; P < 0.001), and neutrophil-to-lymphocyte ratio (NLR, aOR = 3.319, 95% CI, 1.542-7.144; P = 0.002). NLR may serve as a better predictor than white blood count (WBC) and neutrophil counts. Lastly, we used all of the clinical characteristics to establish a nomogram for predicting the prognosis, area under the curve (AUC) of this nomogram was 0.858 (95% CI, 0.794-0.908). Conclusion: This study shows that age, MLS, and admission NLR value are independent predictors of inhospital mortality in patients with LHI. Moreover, nomogram, serve as a precise and convenient tool for the prognosis of LHI patients.
Background
Large hemispheric infarction, also known as malignant middle cerebral artery infarction (MMI) [1] , is one of the most malignant types of supratentorial ischemic stroke. It has an annual incidence of 10~20 per 100,000 people and a mortality rate of 30%~80% [1] [2] [3] [4] . It is used to describe total or partial anterior circulation infarct caused by occlusion of internal carotid artery or the proximal middle cerebral artery (MCA), affecting a large portion of the MCA territory and constituting up to 10% of all supratentorial ischemic strokes [5] . To date, effective conservative treatment of LHI remains unsolved. Three European trials, DESTINY, DECIMAL, HAMLET and a recent study DESTINY II, all demonstrate that decompressive hemicraniectomy (DHC) improves survival and outcome [6, 7] . However, only 0.3% of all ischemic stroke patients would be eligible for DHC according to the strict eligibility criteria in the European hemicraniectomy trials [8] . Meanwhile, the willingness of family members and patients also decreases the rate of DHC, since reduction in mortality with DHC was accompanied by an increase in moderate severe disability in survivors. Therefore, identification of early mortality factors and survival factors for LHI patients who do not receive DHC remains important for clinical decision making.
Factors affecting the mortality and prognosis of LHI are not fully understood. Although malignant brain edema is usually considered as the leading cause of early death of LHI [1] , it is noted that not all patients with LHI would develop the malignant cerebral edema. In addition, apart from cerebral edema, many other factors such as hemorrhagic complications and poststroke infections can also lead to patients' death [9, 10] . Therefore, further studies for identifying the predictors, especially accurate and measurable prediction model for prognosis, are pivotal for risk-optimized therapeutic strategies and allocation of healthcare resources. The objective of this retrospective study was 1) to investigate the predictors associated with in-hospital mortality in patients with LHI. 2) to establish a comprehensive visual predictive nomogram of in-hospital mortality in LHI patients, calculating a probabilistic estimate for clinicians.
Methods

Study cohort
This study retrospectively recruited 187 adult patients diagnosed with LHI and admitted within 48 h to the neuro-intensive care unit (NICU) of Tongji Hospital at Huazhong University of Science and Technology between January 2016 and May 2019. This retrospective study was approved by our Institutional Review Board of Tongji hospital and written informed consent was waived. The enrollment flow chart is shown in Fig. 1 .
Inclusion and exclusion criteria
LHI was defined as infarction involving at least 50% of the territory of the middle cerebral artery (MCA) in computed tomography (CT) scan and/or diffusion weighted image (DWI), with an acute onset of corresponding clinical signs and symptoms [11, 12] . All patients completed the baseline CT scan or DWI at admission and had no primary intracranial hemorrhage. Other inclusion criteria for our study were: 1) Chinese ethnicity; 2) age 18 years or older; 3) first or recurrent acute stroke occurring within 48 h before admission. The exclusion criteria included: 1) Patients with terminal illness such as tumor, severe trauma, or other life-threatening diseases before admission; 2) patients with hematologic diseases, systemic inflammation or kidney failure before admission; 3) patients without laboratory test or follow-up CT scan, the follow-up CT was used to determine if there is a hemorrhagic transformation; 4) patients who received decompressive hemicraniectomy. Hemorrhagic transformation during hospitalization was not an exclusion criterion and ECASS II classification was used to determine its severity.
Imaging assessment and data collection
The demographic characteristics were collected consisting of age, gender, history of smoke and history of alcohol intake, baseline temperature, baseline systolic pressure and baseline diastolic pressure. The following laboratory tests at admission within 48 h of syndrome onset were collected: baseline blood glucose, HbA1c, neutrophil counts, lymphocyte counts, high-sensitivity C-reactive protein, triglyceride (TG), high-density lipoprotein (HDL), low-density lipoprotein (LDL), NLR was calculated by dividing the neutrophil counts by the lymphocyte counts.
In-hospital treatment analyzed in this cohort included acute intervention (thrombolysis or thrombectomy). We retrospectively studied all 158 patients' radiology data on CT scan undergone between 24 h and 48 h after syndrome onset. MLS is defined as the distance from the septum pellucida to the anatomic line anchored by the falx cerebri to the skull [13] . All radiology images were assessed and measured by an experienced radiologist, blinded to the patients' outcome. Most patients didn't have National Institutes of Health Stroke Scale score (NIHSS), except the ones who received acute interventional therapy. Thus, NIHSS was not included as a variable.
Statistical analysis
Statistical analyses were performed using R version 3. . Missing values were replaced through multiple imputation to reduce bias and increase statistical power [14] . The imputation technique involves creating multiple copies of the data and replacing missing values with imputed values through a suitable random sample from their predicted distribution. We used the "mice" package of the statistical package R (version 3.5.2) to obtain 5 imputation datasets. Continuous variables (including MLS) are presented with their medians and interquartile ranges (IQR). Categorical variables are presented as numbers (percentages). We transformed NLR values and Hypersensitive C-reactive protein (hs-CRP) into a log scale. Univariate analyses were conducted using univariate logistic regression analysis. Variables with P < 0.10 from the results of the univariate analyses were considered confounders in the multivariable logistic regression analysis. All P-values were two-sided, and P < 0.05 was considered statistically significant. In order to compare NLR and conventional inflammation, a non-parametric statistical analysis of differences between areas under correlated curves was performed, according to DeLong et al. [15] . The "rms" package (cran.r-project. Org/web/packages/ rms) was used to construct nomogram models.
Results
Patient characteristics
A total of 106 men and 52 women were retrospectively recruited into this cohort. The median age was 61 years (IQR 53~71). Among these patients, 38 (24.1%) received acute interventional treatment (Thrombolysis or thrombectomy), 102 patients (64.6%) completed magnetic resonance imaging (MRI), 19 (12.0%) patients developed hemorrhagic transformation and 58 (36.7%) subjects died during hospitalization (median survival time was 7d [IQR 4~14.5]). In this cohort, the median length of stay (LOS) in dead patients is 5 (IQR, 3~11) and surviving patients is 16 (IQR, 11~21). The reasons of in-hospital death in this cohort included brain herniation in 26 (44.8%) patients, neurologic decline without brain herniation in 3 (5.2%), respiratory failure in 13 (22.4%), sepsis in 6 (10.3%), cardiac arrest in 7 (12.1%) and multi-organ failure in 3 (5.2%) patients. All surviving patients withdraw intensive care, 83 patients go to the rehabilitation department for further treatment and 17 patients choose to go home after discharge. Among the patients who survived discharge, the modified Rankin scale (mRS) score was 2 in 18 patients,3 in 20 patients, 4 in 54 patients, 5 in 8 patients, and the median mRS was 4. Further baseline patient characteristics are presented in Table 1 .
Independent predictors for in-hospital death
Logistic regression analysis was performed to explore the factors were associated with in-hospital death. Table 1 shows demographics, laboratory information and imaging material of patients with LHI.
We included MLS as a continuous variable into the logistic regression model for analysis, NLR and hs-CRP were transformed by a log scale for analysis. As shown in Table 2 , age, MLS, ECASS-II classification, baseline blood glucose, log NLR, log hs-CRP were significantly correlated with in-hospital death in univariate logistic regression analyses (P < 0.1). A multivariate logistic regression analysis was used to further explore the contribution of all variables that were shown to be significant in the univariate analysis. In multivariate logistic regression analysis (Table 3) , the age (adjusted odds ratio [aOR] = 1.066; 95% confidence interval [CI], 1.025-1.108; P = 0.001, MLS (aOR = 1.330, 95% CI, 1.177-1.503; P < 0.001) and log NLR (aOR = 3.319, 95% CI, 1.542-7.144; P = 0.002) remained significant (p < 0.05) after adjusting for confounders.
The optimal cut-off values for the independent predictors were calculated by applying a receiver operating curve analysis to test all possible cutoffs that would discriminate between death and survival ( Fig. 2a ). The area under the curve (AUC) for the ability of age, MLS and log NLR at admission to predict in-hospital death were 0.707 (95% CI, [0.630~0.777], optimal cutoff age = 60y, 74.1% sensitivity and 61.0% specificity), 0.738 (95% CI, [0.663~0.805], optimal cutoff values = 5.4 mm, 53.4% sensitivity and 87.0% specificity) and 0.728 (95% CI, [0.651~0.795], optimal cutoff value = 1.78, 72.4% sensitivity and 64.0% specificity), respectively. In comparing the predictive power between NLR and conventional inflammatory markers, log NLR (0.728 [0.651~0.795]) showed a higher AUC than those of log hs-CRP (0.623 [0.543~0.699]), WBC (0.617 [0.536-0.693]), neutrophil (0.656 [0.577-0.730]), and lymphocyte (0.699 [0.621-0.769]). Lastly, the difference between log NLR and WBC and the difference between log NLR and neutrophil counts were statistically significant ( Fig. 2b) .
Nomogram for predicting in-hospital death
Finally, we recruited all independent prognostic factors identified in multivariate logistic regression analysis of in-hospital death to construct nomograms (Fig. 3) . Each variable is projected upward to the value of the small ruler (points) to get the score of each parameter. Summing the points assigned to the corresponding factors can get the total points. The higher the total score, the higher the risk of death. This nomogram can predict the inhospital death individually according to the different conditions of different patients. We then assessed the predictive accuracy of this prognostic model. The AUC-ROC of this nomogram was 0.858 (95% CI, 0.794~0.908).
Discussion
The high mortality is one of the most serious problems in patients with LHI, early identification of reliable predictors of in-hospital death should be a valuable perspective on precise clinical and care management.
Reported predictors associated with poor prognosis of LHI patients included higher serum tissue inhibitor of matrix metalloproteinase-1 (TIMP-1) levels during the first week, rising serum nardilysin concentrations, intercaudate distance [16] [17] [18] . Favorable outcome depends on younger age, lower baseline NIHSS score, absence of brain edema and pneumonia and statins used in the acute phase [4] . In addition, previous clinical researches also indicated that pre-operation brain CT hypodensity volume, MCA with additional territory infarct, extent of preoperative midline shift, and postoperative consciousness level were associated with in-hospital mortality in patients with large hemispheric stroke who received palliative decompressive craniectomy [19, 20] . However, there are few studies focused on prognosis of patients with LHI who purely receives medical treatment. In this cohort, patients with large hemispheric infarction undergoing non-surgical management have a mortality of 36.7%, it's much lower than previous studies (71% in previous randomized controlled trials of decompressive craniectomy) [6] . We suspect the reason is the younger age and the broader inclusion criteria. In this singlecenter retrospective study of LHI patients with conservative treatment, age, MLS and NLR values could independently predict in-hospital mortality.
Age is an acknowledged risk factor associated with poor prognosis after acute ischemic stroke, but the definitive relationship between age and hospital death is still in dispute. Previous studies on ischemic stroke included LHI patients suggested that younger age was associated with favorable prognosis in non-selective patients with ischemic stroke [4, [21] [22] [23] [24] . However, for patients during hospitalization, it is generally agreed that development of space-occupying edema secondary to LHI led to further clinical deterioration and in-hospital death [1, 25] . Older patients may benefit from age-related brain atrophy, which could provide compensatory space for brain edema. However, at the same time, older patients with LHI are more likely to develop larger infarction volume, even the age-related brain atrophy was taken into account [26] . Recently, a meta-analysis (38 studies, 31 cohort studies and 7 case-control studies, in 49 articles) showed that younger age was an early predictor for malignant edema after stroke [27] . But in our cohort, age has positive correlation with in-hospital death (adjusted OR = 1.066, by each additional year, CI: 1.025~1.108), and we provide an optimal cutoff age of 60 years (63.0% sensitivity and 77.7% specificity). We speculate the higher fatality rate in older patients of our cohort is due to the fact that the older adults have increased susceptibility to more serious complication. MLS is helpful in evaluating the severity of craniocerebral injury and the prognosis of patients, even before clinical symptoms worsen [28, 29] . Moreover, MLS is easy to obtain by CT or MRI, or bed-side transcranial sonography [28, 30, 31] .. Furthermore, this study provides an optimal cut-off for in-hospital mortality of 5.4 mm (53.4% sensitivity and 87.0% specificity), not far different from previous studies [28, 32] .
In the last few years, some studies have found that high NLR value correlates with early clinical outcomes in patients with acute ischemic stroke [10, 33, 34] . One possible explanation is the immunologic changes that occur after acute ischemic stroke. Immune responses and inflammation play a key role in the pathophysiology of ischemic stroke [35] . Acute ischemic stroke may obviously activate the immune system by reinforcing the migration of neutrophil in the brain, which increases the blood-brain barrier permeability [36] . Moreover, increased neutrophil releases MMP-9 (matrix metalloproteinase-9) and disrupts the blood-brain barrier, which may result in cerebral edema and hemorrhagic transformation after acute ischemic stroke (AIS) [34, 37] . Additionally, reduced lymphocyte count indicates that the protection on central nervous system mediated by regulatory B cells and regulatory T cells have weakened [35, 38] . These might account for the relationship between high NLR value and unfavorable prognosis in patients with acute ischemic stroke.
For patients with LHI, in-hospital deaths can be caused by many different factors. Currently, a 2-center retrospective cohort study (N = 1317) showed that high neutrophil-to-lymphocyte ratio can predict strokeassociated pneumonia (AUC = 0.876, [0.855~0.895]), which is one potential reason of patients' worsening condition [39] . Patients with higher NLR values are thus likely to be subject to a variety of complications and consequently die in hospital. Finally, through comparisons of the predictive power of NLR and conventional inflammation markers, NLR is found to be a better predictor than WBC and neutrophil counts. Patients with LHI showed a high mortality rate during hospitalization. While the sensitivity of three independent predictors in our cohort were not high enough (63.0% sensitivity of age, 53.4% sensitivity of MLS and 72.4% sensitivity of NLR), a reliable nomogram was established for the prediction of in-hospital death (AUC-ROC = 0.858, 95% CI, 0.794~0.908). Nomogram is widely used in oncology and medicine to predict the probability of clinical events by integrating different variables. With a straightforward digital interface, greater accuracy, and more easily understood prognoses, nomogram has the power to help clinicians make sound and timely decisions [40] . In recent years, it has also been applied in stroke prognosis [41, 42] . Furthermore, to the best of our knowledge, our study is the first to construct nomogram for the prediction of inhospital death in patients with LHI.
Although LHI was associated with high mortality for a long time, early surgical treatment can reduce mortality and complications [43, 44] . Additionally, recent randomized controlled trial GAMES-RP indicated that intravenous glyburide also was effective against brain edema [45] . Meanwhile, anti-infection and preventing hemorrhagic transformation were other important measures to improve outcome of LHI patients. This visual nomogram can be used to aid clinicians make a correct decision.
Limitation
There are several limitations in our study as follows. First of all, the database did not contain sufficient information of all patients. Some variables were not available to be taken into consideration, such as NIHSS scores. Therefore, the potential bias is inevitable. Second, as a Fig. 2 a. Discriminative ability presented as receiver operating curves of predictors; b Comparison of predictive power between NLR and conventional inflammatory markers in the prediction of in-hospital death. MLS: midline shift; NLR: Neutrophil to lymphocyte ratio; hs-CRP: high sensitivity C-reactive protein, ‡These variables were transformed into log scale single-center retrospective study, our data may not be fully representative. The results may need to be verified by other hospitals or other ethnic groups. Third, treatment details of individual patients varied but were not taken into account in this study, which might affect the prognosis of different patients. Moreover, we just have a limited number of cases, which may affect the credibility of the results. However, despite these limitations, we successfully identified three prognostic factors for patients with LHI after admission. More importantly, our study is the first to construct a nomogram model to predict the in-hospital mortality of LHI patients.
Conclusion
In summary, the study shows that age, MLS, NLR values correlate with patients' in-hospital mortality. NLR values should be considered in the management of LHI. An effective prediction model, nomogram is a promising tool for patients with ischemic stroke. This finding may be helpful for clinicians to suggest appropriate treatment for patients. Additionally, it is imperative to confirm these findings through prospective, multicenter, largescale trials. Fig. 3 a Nomogram of the study population to predict in-hospital death in patients with LHI; b: ROC curve of the nomogram used for predicting in-hospital mortality in patients with LHI. The area under curve was 0.858 (95% CI, 0.794~0.908); c: Calibration curves for in-hospital mortality, which are representative of predictive accuracy. MLS: midline shift; NLR: neutrophil-to-lymphocyte ratio Ratio; SBP: Baseline systolic pressure; SE: STANDARD Error; TG: Triglyceride; TIMP-1: Tissue inhibitor of matrix metalloproteinase-1; WBC: White blood count
